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DETAILED ACTION 
Amendment Entry 

1. The amendment filed on December 19, 2003 has been entered. Claims 1-8 and 
10-22 have been cancelled. Claim 9 has been amended. Claims 23-40 are newly 
added. Claims 9 and 23-40 are under consideration in this office action. 

Withdrawal of Rejections 

2. The following rejections have been withdrawn in view of applicants' amendments: 

a) the written description, enablement and new matter rejections of claims 18-19 
under 35 U.S.C. 112, first paragraph; and 

b) the rejection of claims 18-19 under 35 U.S.C. 112, second paragraph 



Response to Arguments 

3. Applicant's arguments filed December 19, 2003 havie been fully considered but 
they are not persuasive. The text of those sections of Title 35, U.S. Code not included in 
this action can be found in a prior Office action. 

4. The rejection of claim 9 under 35 U.S.C. 1 12, second paragraph, as being 
incomplete for omitting essential steps, such omission amounting to a gap between the 
steps is maintained.TA^rejection was on the grounds that claim 9 fails to recite any 
method steps. Applicants' assert that a reasonable degree of latitude should be applied 
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when the examiner is asserting that the rejected claim lacks method steps and that the 
amount of method steps recited by the claim is at applicants' discretion. 

However, the examiner is not dictating the literal terms of the claims as 
applicants' suggest. Rather, the examiner is stating that the claims fail to recite any 
steps associated with a method for screening potential drugs. There are no steps 
recited. There is not even a step that requires the potential drug to be introduced or 
contacted with the peptide. There are no steps relating what type of screening is being 
performed. There are no steps that detect any changes, such as a change in growth, 
biological activity, presence or absence of expression, binding between proteins or the 
translocation of some protein from the bacterial cytoplasm to the periplasm. Merely 
reciting that the method step utilizes a peptide without reciting any steps to achieve a 
method for screening for potential drugs is insufficient. Moreover, the specification fails 
to teach any steps for the claimed method since the specification is silent with respect to 
methods for screening potential drugs. Thus, neither the claims nor the specification 
teach method steps necessary to accomplish a method for screening for potential 
drugs and the rejection is maintained. 

New Grounds of Rejection 
Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
nnaking and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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5. Claim 9 and 23-40 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. This is a written description rejection. 

The claims drawn are to a method of screening using a peptide, encoded by an 
operon wherein the peptide has the ability to translocate a protein from the bacterial 
cytoplasm to the periplasm and wherein the peptide is obtainable from E. coll K1 and is 
encoded by an operon comprising a gene selected from the group consisting of tatA, 
tatB, tatC, tatE, SEQ ID NO: 11, 12, 13, and 15 or a homologue or functional fragment 
of any of the foregoing wherein the homologue is obtainable from a Gram-negative 
bacterium and has at least 30%, 70%, 80% or 90% homology at the nucleotide or amino 
acid level. However, the written description in this case fails to sets forth a method of 
screening using a peptide, encoded by an operon wherein the peptide has the ability to 
translocate a protein from the bacterial cytoplasm to the periplasm and wherein the 
peptide is obtainable from E. coll K1 and is encoded by an operon comprising a gene 
selected from the group consisting of tatA, tatB, tatC, tatE, SEQ ID NO: 1 1, 12, 13, and 
1 5 or a homologue or functional fragment of any of the foregoing wherein the 
homologue is obtainable from a Gram-negative bacterium and has at least 30%, 70%, 
80% or 90% homology at the nucleotide or amino acid level. 

The instant specification fails to provide an actual method for screening potential 
drugs. There is no description of any peptide with ability to translocate proteins and 
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there is no teaching of what protein is being translocated. There is no description of 
homologues or functional fragments of any of the tatA, tatB, tatC, tatE, genes or SEQ ID 
NO; 11,12, 13, and 15 wherein the homologue is obtainable from a Gram-negative 
bacterium and has at least 30%, 70%, 80% or 90% homology at the nucleotide or amino 
acid level. There is no teaching of a screening method using the claimed peptides. 
There is no disclosure of actual homologues or functional fragments that could be used 
In the undisclosed method of screening and there are not even any representative 
examples of such homologues or functional fragments which meet the percent 
homology limitations. There is no written description of any method for screening 
potential drug steps. There are no examples that teach the claimed peptides, 
homologues or functional fragments with ability to translocate proteins that can be used 
within the method. There is no teaching of an actual screening of any potential drug. It 
is unclear that one of skill in the art could create peptide is obtainable from E. co// K1 
and is encoded by an operon comprising a gene selected from the group consisting of 
tatA, tatB, tatC, tatE, SEQ ID NO: 11, 12, 13. and 15 or a homologue or functional 
fragment of any of the foregoing wherein the homologue is obtainable from a Gram- 
negative bacterium and has at least 30%, 70%, 80% or 90% homology at the nucleotide 
or amino acid level for use in the screening method based on the instant specification. 

Applicants' assertion that merely stating that genes and peptides can be used as 
targets for screening potential drugs reasonably conveys to one of ordinary sill in the art 
that the inventors were in possession of the claimed invention is not sufficient. As 
previously stated the instant specification fails to provide a protocol that teaches method 
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steps for screening potential drugs. Applicants' have failed to even incorporate by 
reference a screening method as instantly claimed. Applicants have no representative 
examples of peptides that meet the limitation of being a homologue or functional 
fragment obtainable from a Gram-negative bacterium that has at least 30%, 70%, 80% 
or 90% homology at the nucleotide or amino acid level to any of tatA, tatB, tatC, tatE, 
genes or SEQ ID NO: 11, 12, 13, and 15. Finally the specification recitation that 
"According to another aspect of the invention, the peptides or genes may be used for 
screening potential antimicrobial drugs or for the detection of virulence" at page 2 lines 
1 5-1 7 is not sufficient to meet the written description requirements. 

Sequences having at least 30%. 70%, 80% or 90% homology to any of SEQ ID 
N0:11, 12, 13, or 15 fail to meet the written description provision of 35 UCS 112, first 
paragraph. Vas-Cath Inc, V. Mahurkar, 19 USPQ2d 1111, make clear that "applicant 
must convey with reasonable clarity to those skilled in the art that, as of the filing date 
sought, he or she was in possession of the invention. The invention is, for purposes of 
the 'written description' inquiry, whatever is now claimed." (See page 1117), The 
specification does not "clearly allow persons of ordinary skill in the art to recognize that 
[he or she] invented what is claimed." (See Vas-Cath at page 1116). The specification 
only discloses SEQ ID NO: 11, 12, 13 and 1 5, there is no disclosure of amino acid or 
nucleotide sequences with at least 30%, 70%, 80% or 90% homology at the nucleotide 
or amino acid level that encode peptides that can be used within the method for 
screening potential drugs. Thus, the structure of these amino acid and nucleic acid 
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molecules are not defined. Even though claims 28-34 and 37-40 recite sequence 
identification numbers, the skilled artisan cannot envision the detailed structure of the 
sequences having at least 30%, 70%, 80% or 90% homology to the nucleotide or amino 
acid since the specification has failed to define what the regions of the peptide are 
essential in the peptides performance within the screening method. Clearly, there is at 
least one essential region that allows the peptide to have the ability to translocate a 
protein"Wotv^ the bacterial cytoplasm to the periplasm, yet the specification fails to teach 
such region. Therefore, conception is not achieved until reduction to practice has 
occurred, regardless of the complexity or simplicity of the method for determining 
sequence identity. Adequate written description requires more than a mere statement 
that it is part of the invention and a reference to a potential method of expression. The 
nucleic acid itself is required. See Fiers v. Revel, 25 USPQ 2d 1601 at 1606 (CAFC 
1993) and Amgen Inc. V. Chugai Pharmaceutical Co. Lfs., 18 USPQ2d 1016. 

The specification does not provide any peptides, homologues or functional 
fragments comprising an amino acid sequence having at least 30% homology to SEQ 
ID NO: 11, 12, 13 and 15 or any polynucleotide structures that encode peptide useable 
in the screening method. There is no teaching of which amino acids or nucleic acids 
may or may not be changed without causing detrimental effects towards the method of 
screening. Applicants have not shown that by modifying a reference sequence 
encoding a reference polypeptide, will automatically predict the peptide useable in the 
screening method as instantly claimed. The specification fails to teach the structure or 
relevant identifying characteristics of a representative number of peptides, homologues 
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or functional fragments sufficient to allow one skilled in the art to determine that the 
inventor had possession of the invention as claimed. Thus a skilled artisan cannot 
envision all the contemplated amino acid and nucleotide sequences by the detailed 
chemical structure of the claimed peptides and therefore conception cannot be achieved 
until reduction to practice has occurred. Furthermore, In The Reagents of the University 
of California v. Eli Lilly, (43 USPQ2d 1398-1412), the court held that a generic 
statement which defines a genus of nucleic acids does not provide an adequate written 
description of the genus. Applicants are not required to disclose every species 
encompassed by a genus, thus the description of a genus is achieved by the recitation 
of a representative number of SEQ ID NO's, falling within the scope of the claimed 
genus. At section B(1), the court states that "An adequate written description of a 
nucleic acid molecule... 'requires a precise definition, such as by structure, formula, 
chemical name, or physical properties'". 

The claims fail to recite the precise definition of the peptides, homologues and 
functional fragments. Currently the generic recitation is insufficient to support the claims 
as provided by the Interim Written Description Guidelines published in the June 15, 
1998 Federal Register at Volume 63, Number 1 14, pages 32639-32645. Therefore, the 
full breadth of the claims fails to meets the written description provision of 35 USC 112, 
first paragraph. 

Applicants' arguments about how to obtain sequence homology do not cure the 
issue that applicants have failed to provide even omrepresentative example of a 
homologue or functional fragment obtainable from a Gram-negative bacterium that has 
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at least 30%, 70%, 80% or 90% homology at the nucleotide or amino acid level to any 
of tatA, tatB, tatC, tatE, genes or SEQ ID NO: 1 1 , 12, 13, and 15. Applicants also assert 
that the Lee and Ochsner et a!., state that it is well conserved among important bacterial 
pathogens, however it is noted that the instant specification fails to incorporate either 
reference. Moreover, the instant specification fails^disclose functional fragments and 
the fact that an unincorporated reference discloses functional fragments does not 
provide adequate written description to the instant specification. The written description 
requirements are drawn to the teachings of the instant specification, and the instant 
specification fails to protein translocation ability, truncation of peptides, retaining specific 
functional regions or a screening method. Therefore, the instant specification fails to 
meet the written description requirements. 

Contrary to applicants' assertion that because SEQ ID N0:11, 12, 13 and 15 
fulfill the written description requirements, thus sequences having at least 30% 
homology also meet said requirements is incorrect for the reasons stated above. The 
specification fails to teach the structure or relevant identifying characteristics of a 
representative number of polynucleotides encoding a representative number of 
polypeptides sufficient to allow one skilled in the art to determine that the inventor had 
possession of the invention as claimed. Therefore one skilled in the art could not 
envision all the contemplated amino acid and nucleotide sequences by the detailed 
chemical structure and therefore conception cannot be achieved until reduction to 
practice has occurred. Therefore, the full breadth of the claims fails to meets the written 
description provision of 35 USC 112, first paragraph. 
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In view of these considerations, a person skilled in the art would not have viewed 
the teachings of the specification sufficient to show that applicants were in possession 
of a method for screening potential drugs as instantly claimed. 

6. Claims 9 and 23-40 are rejected under 35 U.S.C. 112, first paragraph, as failing 
to comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. This is a new matter rejection. 

The amended and new claims are drawn to a method for screening a potential 
drug using a peptide wherein claims 23-40 comprise a contact step and a determination 
step. However there is no support within the entire application for a method of screening 
using a peptide, encoded by an operon wherein the peptide has the ability to translocate 
a protein from the bacterial cytoplasm to the periplasm and wherein the peptide is 
obtainable from E. coli K1 and is encoded by an operon comprising a gene selected 
from the group consisting of tatA, tatB, tatC, tatE, SEQ ID NO: 1 1 , 12, 13, and 15 or a 
homologue or functional fragment of any of the foregoing wherein the homologue is 
obtainable from a Gram-negative bacterium and has at least 30% homology at the 
nucleotide or amino acid level. First there is no passage within the specification recites 
using such peptides in a method for screening. Applicants point to pages 2,5 and 16 
of the instant specification for support, however those pages merely state that the 
peptides or genes may be used for screening potential antimicrobial drugs. There is no 
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recitation of a peptide that has the ability to translocate a protein from the bacterial 
cytoplasm to the periplasm or a peptide is obtainable from E. coH K1 and is encoded by 
an operon comprising a gene selected from the group consisting of tatA, tatB, tatC, and 
tatE or a homologue or functional fragment of any of the foregoing wherein the 
homologue is obtainable from a Gram-negative bacterium and has at least 30% 
homology at the nucleotide or amino acid level that is used in a method for screening 
potential drugs. There is no support by way of examples of a homologue or functional 
fragment of any of the tatA, tatB, tatC, tatE, SEQ ID N0:1 1 , 12, 13, and 1 5 wherein the 
homologue is obtainable from a Gram-negative bacterium and has at least 30% 
homology at the nucleotide or amino acid level. Applicant failed to point to support in the 
specification for the recited method that utilizes the claimed peptide. Therefore, 
applicants must specifically point to page and line number support for the newly added 
amendments drawn to a method of screening using a peptide, encoded by an operon 
wherein the peptide has the ability to translocate a protein from the bacterial cytoplasm 
to the periplasm and wherein the peptide is obtainable from £. coli K1 and is encoded 
by an operon comprising a gene selected from the group consisting of tatA, tatB, tatC, 
faff, SEQ ID NO: 11, 12, 13, and 15 or a homologue or functional fragment of any of 
the foregoing wherein the homologue is obtainable from a Gram-negative bacterium 
and has at least 30% homology at the nucleotide or amino acid level or cancel the 
claims. Therefore, the claims incorporate new matter and are accordingly rejected. 
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7. Claims 9 and 23-40 are rejected under 35 U.S.C. 112, first paragraph, as failing 
to comply with the enablement requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

The specification does not appear to teach a method for screening a potential 
drug using a peptide wherein claims 23-40 comprise a contact step and a determination 
step. There is no teaching within the entire application of a method for screening 
potential drugs using a peptide, encoded by an operon wherein the peptide has the 
ability to translocate a protein from the bacterial cytoplasm to the periplasm and wherein 
the peptide is obtainable from £. coli K1 and is encoded by an operon comprising a 
gene selected from the group consisting of tatA, tatB, fafC, tatE, SEQ ID NO: 1 1 , 12, 13, 
and 15 or a homologue or functional fragment of any of the foregoing wherein the 
homologue is obtainable from a Gram-negative bacterium and has at least 30% 
homology at the nucleotide or amino acid level. 

Furthermore, the specification fails to state what steps are comprised within the 
method to achieve screening for potential drugs. The specification fails to teach 
examples of screening for potential drugs using the claimed operon. The specification 
simply states that peptides can be used in screening methods. The prophetic language 
of the specification fails to enable one skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and use the invention. 
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Applicants have provided no guidance to enable one of skill in the art how to use, 
without undue experimentation, the method for screening potential drugs utilizing a 
peptide encoded by an operon without appropriate positively recited steps. Moreover, 
there are no examples of said method using the claimed operon. There are no 
examples of homologues or functional fragments, and there are no examples of using 
homologous or functional fragments in a method of screening potential drugs. Thus, 
simply mentioning that peptides may be used in a screening method does not enable a 
method that has no recited steps. Moreover, it does not enable a method claiming the 
use of peptides that are not adequately described. Given the lack of guidance 
contained in the specification and the unpredictability for a method that screens for 
potential drugs using peptide or homologue or functional fragment, one of skill in the art 
could not make or use the broadly claimed invention without undue experimentation. 

Furthermore, the specification fails to provide an enabling disclosure for the 
utilization of the claimed operon that meets the limitations recited in the claims. 
Applicants' have provided no guidance to enable one of ordinary skill in the art as to 
how determine, without undue experimentation, a method for screening potential drugs 
wherein the method uses a peptide, encoded by an operon wherein the peptide has the 
ability to translocate a protein from the bacterial cytoplasm to the periplasm and wherein 
the peptide is obtainable from E. coli K1 and is encoded by an operon comprising a 
gene selected from the group consisting of tatA, tatB, tatC, tatE, SEQ ID NO: 11,12, 13, 
and 1 5 or a homologue or functional fragment of any of the foregoing wherein the 
homologue is obtainable from a Gram-negative bacterium and has at least 30% 
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homology at the nucleotide or amino acid level. Moreover, applicants never even 
performed the method to determine whether the method is actually useful in screening 
potential drugs. Thus a skilled artisan would have to de novo determine the steps 
required to perform said methods. Given the lack of guidance contained in the 
specification and the unpredictability for the methods, one skilled in the art could not 
make or use the broadly claimed invention without undue experimentation. 

The claims recite at least 30% homologous to any amino acid or nucleotide level 
wherein the modification can be obtained by deletion, substitution or insertion of one or 
more amino acids or nucleotides, however the specification provides no guidance as to 
what amino acids or nucleotides may or may not be changed without causing a 
detrimental effect to the peptide to be produced. The claims broadly teach 30% 
homology which includes substitution or insertion, and no specific location for where the 
deletion, substitution or insertion or any combination thereof is recited. If 70% of the 
nucleotides/amino acids are substituted or inserted the resulting peptide will result in a 
polypeptide not taught and enabled for its use in a method for screening potential drugs 
as instantly claimed. Moreover, the scope of the claim is unduly large and it is clear that 
the skilled artisan will find hundreds of proteins with as little of 30% homology, most of 
which will be completely unrelated to the listed proteins. The claims thereby include 
virtually every protein, any variation thereof, and any fragment despite the fact that said 
claims are not enabled. 

Neither the claims nor the specification teach how to obtain a 30% homologous 
peptide by deletion, substitution or insertion of one or more amino acids. There is no 
guidance as to what nucleotides may or may not be changed without causing a 
detrimental effect to the polypeptide being claimed, and no specific location for where 
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the deletion, substitution or insertion or any combination is recited. Thus, the resulting 
polypeptide could result in a polypeptide not taught and enabled by the specification. 
The discussed in the previous office action, the prior art teaches that variation of the 
primary structure of a protein can result in an instable molecule; and it is difficult to know 
which amino acid to change and which is the best residue to substitute for the desired 
functional and structural effect. No working examples are shown containing the missing 
information about a method for screening potential drugs using a peptide, encoded by 
an operon wherein the peptide has the ability to translocate a protein from the bacterial 
cytoplasm to the periplasm and wherein the peptide is obtainable from E. coli K1 and is 
encoded by an operon comprising a gene selected from the group consisting of tatA, 
tatB, tatC, tatE, SEQ ID NO: 11, 12, 13, and 15 or a homologue or functional fragment 
of any of the foregoing wherein the homologue is obtainable from a Gram-negative 
bacterium and has at least 30% homology at the nucleotide or amino acid level. There 
are no examples of an enabled method of screening. Without such information, one of 
skill in the art could not predict which deletions, substitutions or insertions or any 
combination thereof would result in the desired stable peptide that could be used in 
method for screening potential drugs wherein the peptide is encoded by an operon and 
the peptide has the ability to translocate a protein from the bacterial cytoplasm to the 
periplasm and the peptide is obtainable from E. coli K1 and is encoded by an operon 
comprising a gene selected from the group consisting of tatA, tatB, tatC, tatE, SEQ ID 
NO: 11, 12, 13, and 1 5 or a homologue or functional fragment of any of the foregoing 
wherein the homologue is obtainable from a Gram-negative bacterium and has at least 
30% homology at the nucleotide or amino acid level. Accordingly, one of skill in the art 
would be required to perform undue experimentation to de novo discover the 
appropriate steps and peptides useable within the screening method. Therefore, one 
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skilled in the art could not make and/or use the invention without undue 
experimentation. 

Conclusion 

8. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ja-Na Hines whose telephone number is 571-272-0859. 
The examiner can normally be reached on Monday-Thursday and alternate Fridays. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Lynette Smith can be reached on 571-272-0864. The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

Ja-Na Mines C^5 — 
March 11,2004 
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